MATERIALS AND METHODS

Cynomolgus Monkey studies
Cynomolgus monkeys (Macaca fascicularis) of Vietnamese origin were housed in individual stainless steel cages; or in silanized metabolism cages for the collection of urine and feces (autoradiography study only). Animals were provided with water and Certified Primate Diet (2055C; Harlan Teklad, Madison, WI) ad libitum; or with food one to two times daily except for fasting before ocular photography and fluorescein angiography (CNV study only). Animals in the autoradiography study were acclimated to the study room for at least 1 week prior to dosing; animals in the CNV study were acclimated to laboratory conditions for at least 3 weeks prior to study initiation. All cynomolgus monkeys were observed twice daily (a.m. and p.m.) for mortality and signs of pain and distress and once daily for general health and appearance, with particular attention paid to the eyes of animals in the CNV study.
Laser-induced CNV
Ocular examinations
Animals were anesthetized with ketamine and eyes were dilated with a mydriatic agent.
The adnexa and anterior portions of both eyes were examined using a slit-lamp biomicroscope. The ocular fundus of each eye was examined using an indirect ophthalmoscope. Ocular photographs were taken on the day of laser treatment (after the laser treatment) and on day 23 (day 21 postlaser), concomitant with the final fluorescein angiography (FA) interval. Color photographs were taken to document FA results and to aid in isolating laser areas for histopathologic evaluation. Oliner et al 3 IRIDEX Corporation, Mountain View, CA), using a slit-lamp delivery system and a Kaufman-Wallow plano fundus contact lens (Ocular Instruments, Inc., Bellevue, WA).
Laser parameters included a 75-μm spot size, 0.1 second duration, and power ranging from 400 to 650 mW. The power was initially set at 500 mW. If no hemorrhage occurred at a given spot, a second spot was placed adjacent to it using a laser intensity of 650 mW (except for the spot just temporal to the fovea, which had an initial power setting of 400 mW followed by 550 mW if there was no hemorrhage following the first spot). Ophthalmic examinations were performed once before initiation of treatment and on day 21. FA was conducted via standard methods. 
Murine ROP study
Measurement of AMG 386 Concentrations
Concentrations of AMG 386 in the serum were measured using an enzyme-linked 
In situ hybridization
cDNA templates containing fragments from the coding sequence of Ang1, Ang2, or VEGFR2) or the 3' untranslated region of VEGF were generated by polymerase chain reaction and were cloned into either the pCR4-TOPO vector (Invitrogen, Carlsbad, CA)
or the pGEM-T vector (Promega, Madison, WI). cDNA vector constructs were linearized and 33 P-labeled riboprobes were transcribed (Table S1 ). 
